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(Amended) A compound according to [Claim 1 or 2] cjaiml wherein the 



target cell-specific portion is tumour! 




cell-specific. 

4. (Amended) A compound according to [any one of Claims 1 to 3] daiml 
wherein the target cell-specific portioi comprises an antibody or fragment or derivative. 

5. (Amended) A compourL according to [any one of Claims 1 to 3] clajml 
wherein the target cell-specific porta Comprises a macromolecule. 

6. (Amended) A comluUaccording to [any one of Claims 1 to 5] claiml 
wherein the human NAD(P)H:quilone Uctase 2 (NQ02) or a variant or fragment or fusion 
or derivative thereof is capable of Located substantially inside or following expression 
of the polynucleotide is located substantially inside the target cell. 

7. (Amended) A compound according to [any one of Claims 1 to 6] daiml 
comprising means for delivering said polynucleotide to said target cell. 



8. A recombinant polynucleotide comprising a target cell-specific promoter 
operably linked to a polynucleotide encoding human NAD(P)(H):quinone reductase 2 
(NQQ2) or a variant or fragment or fusion or derivative thereof which has substantially the 
same activity as NQ02 towards a given prodrug. 
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9. (Amended) A recombinant polynucleotide according to [CJclaim 8 wherein 

said promoter is tumour cell-specific/ - 

10. (Amended) A recomb^Molynucleotide according to [C]claim 8 [or 9] 

comprising a polynucleotide encoding M502. 
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1 1 . (Amended) A recombinant polynucleotide according to [any one of Claims 8 
to 10] claims which is capable, Wowing expression in a target cell, of providing the NQ02 
or a variant or fragment or fusion|or derivative thereof located substantially inside the target 
cell. 

12. (Amended) A comrlound according to [any one of Claims 1 to 7] claim 1 
wherein said polynucleotide is the Recombinant polynucleotide of [any one of Claims 8 to 1 1] 
claim 8 . 

1 3 . (Amended) A therapeutic system comprising a compound according to [any 
one of Claims 1 to 7 or 12] claim 1 , lr a polynucleotide according to [any one of Claims 8 to 
1 1] claims and a prodrug which is converted to a substantially cytotoxic drug by the action 
ofNQ02. 

14. (Amended) A Lysfe^J^oiding to [C]claim 1 3 wherein the prodrug is 

CB 1954 or an analogue there* 

15. (Amended) A system/c^ording to [C]claim 14 wherein the prodrug is 

CB 1954. 

1 6. (Amended) A system accoVding to [any one of Claims 1 3 to 1 5] claim 13 
further comprising a cosubstrate for NQOI 

1 7. (Amended) A system according to [C]claim 1 6 wherein the cosubstrate is 
nicotinamide riboside (reduced) (NRH) or an analogue thereof which can pass reducing 
equivalents to NQ02. 
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18. (Amended) A Lethod of treating a patient with a target cell to be destroyed the 
method comprising (a) administering to the patient a compound according to [any one of 
Claims 1 to 7 or 12] claim 1 , ot a recombinant polynucleotide according to [any one of 
Claims 8 to 1 1] claim 8 ; (b) alljpwing the NQ02 or a variant or fragment or fusion or 
derivative thereof to localize atl or be expressed in, the target cell; and (c) administering a 
prodrug which is converted to alsubstantially cytotoxic drug by the action of NQ02. 

19. (Amended) A me\hod according to [C]claim 18 wherein the patient has a 
tumour to be treated. 

20. (Amended) A method according to [Cjclaim 18 [or 19] wherein the prodrug is 
CB 1954 or an analogue thereof. 

2 1 . (Amended) A methj\fac):ording to [C]claim 20 wherein the prodrug is 

CB 1954 

22. (Amended) A m 
method further comprising admi 



sterir 



ccording to [any one of Claims 18 to 21] claim 18 the 
g to the patient a cosubstrate for NQ02. 

23. (Amended) A method according to [C]claim 22 wherein the cosubstrate is 
nicotinamide riboside (reduced) (NRH) df an analogue thereof which can pass reducing 
equivalents to NQ02. 

24. (Amended) A compound according to [any one of Claims 1 to 7 or 12] 
claim K or a recombinant polynucleotide according to [any one of Claims 8 to 10] claim 8 , 
for use in medicine. 
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25. (Amended) Use If a compound according to [any one of Claims 1 to 7 or 12] 
claim L or a recombinant polynucleotide according to [any one of Claims 8 to 1 1] ciaimS, in 
the manufacture of a medicament for treating a patient with a target cell to be destroyed. 

26. (Amended) Use al defined in [CJclaim 25 wherein the patient has been, is 
being or will be administered a prodrug which is converted to a substantially cytotoxic drug 

by the action of NQ02. 

27. (Amended) of ^prodrug which is converted to a substantially cytotoxic 

drug by the action of NQ02 
target cell to be destroyed w] 

ipound according to [any one ofdlaims 1 to 7 or 12] chuml, or a recombinant 



m the JWufacture of a medicament for treating a patient with a 
atient has been, is being or will be administered a 



comt 



polynucleotide according to [any one of Claims 8 to 1 1] claim 8 . 

28. (Amended) Use as defined in [C]claim 27 wherein the patient has a tumour to 

be treated. 

29. A method of treating a human patient with a target cell to be destroyed 
wherein the target cell expresses NQ02 the method comprising administering to the patient a 
prodrug which is converted to a substantially cytotoxic drug by the action of NQ02 and 
nicotinamide roboside (reduced) (NRH) or an analogue thereof which can pass reducing 
equivalents to NQ02. 



30. (Amended) A n^thod according to [C]claim 29 wherein the cytotoxic drug is 
CB 1954 or an analogue thereof 
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3 1 . (Amended) A methodWording to [C]claim 29 [or 30] wherein the analogue 
of NRH is able to permeate the target celhmembrane. 

32. (Amended) A method accordirigto [any one of Claims 29 to 31] claim 29 

wherein the target cell is a tumour. 

33. (Amended) A method according to [anyW of Claims 29 to 32] claim 29 the 
method further comprising determining, before administering the prodrug or NRH or an 
analogue thereof, whether the target cell to be treated expresses^NQQ2. • 



34. A therapeutic system comprising a prodrug which is converted to a 
substantially cytotoxic drug by the action of NQ02 and nicotinamide riboside (reduced) 
(NRH) or an analogue thereof which can pass reducing equivalents to NQ02. 

35. Nicotinamide riboside (reduced) (NRH) or an analogue thereof which can pass 
reducing equivalents to NQ02 for use in medicine. 

36. Use of nicotinamide riboside (reduced) (NRH) or an analogue thereof which 
can pass reducing equivalents to NQ02 in the manufacture of a medicament for treating a 
human patient with a target cell to be destroyed. _______ 



37. (Amended) Use as defined in [C]cteirn 36 wherein the patient has been, is 
being or will be administered a prodrug jvhich is co^Jeb^to a substantially cytotoxic drug 
by the action of NQ02. 



38. Use of a prodrug which is converted to a^stantially cytotoxic drug by the 
action of NQ02 in the manufacture of a medicament for treating a human patient with a 
target cell to be destroyed wherein the patient has been, is being or will be administered NRH 
or an analogue thereof which can pass reducing equivalents to NQ02. 
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